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A TRE 9~ 2 W3k M O R P HIRE &2 LR ISR,

BIERUVEMAZ | AEOHRHA

AU Arbitrary unit

BLQ Below the limit of quantification : & f RS AT

ChAd63 Chimpanzee Adenovirus 63 : T2 /XY —T 7 ) 7 A LA 63

ChAdOx1 Chimpanzee Adenovirus Oxford 1 : 2 /X V=75 J UA VAL T AT +— K 1

CoV Coronavirus : 22 F 7 A LA

COVID-19 Corona Virus Disease 2019 : =17 A /L AFEH-19

EDTA ethylenediaminetetraacetic acid : =F L > 7 I - VUFEREE

EFD Embryo-Fetal Development : A V38 4E

GD Gestation Day : iE#R% A%, 44k H=GDO

GLP Good Laboratory Practice : [ 3£ 5 O 72 442 B3 2 FERG AR 7Bk D S o JL e

ICMRA International Coalition of Medicines Regulatory Authorities : ZE=# il 24 7 [E R £
i

M Intramuscular : 5 AN 5-

LD Lactation Day : #2¥LBR4AH A ¥k, #rA R34 H=LD0

Ml Influenza A matrix protein |

ME-TRAP Multiple epitopes and thrombospondin related adhesion protein

MERS Middle East Respiratory Syndrome : H HUIF-IR g fiE (B

MSP Merozoite surface protein

MVA Modified vaccinia virus Ankara

NHP Non-Human Primate : & FPAADOE R

NP Influenza A nucleoprotein

OECD Organisation for Economic Cooperation and Development : #5375 BR 36 1 /1 A

PBS phosphate-buffered saline : U > AR E R

pfu plaque-forming unit : 7 /L A J{fi

PND Post-natal Day : HiA=#% H i

SARS Severe Acute Respiratory Syndrome : EEE S IEIR ZE i

vp Viral Particle : 7 A /L AR T

WHO World Health Organisation : {52 RS
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2.6.6.1 FEH

AZDI1222 (54 ChAdOx1-nCoV-19) E SARS CoV-2 A/3A 7 (S) REZ /30 E%h a— R4
Hiln TR YT T ) OA VA Oxl XY X —TH VY, SARS-CoV-2 [ZXVHEREIND
COVID-19 O Pz By E LCRR¥BEF TH 5,

AZDI1222 |Zffi ] &3 CTW 5 ChAdOx1 77 » b 7 4 — AT ORI+ b iz S TR
V. BeRS ¥R AE%H LTZ ChAdOx]l MERS-CoV U 7 F v DFMT — 4 (2.6.6.3.2 1H)
ZHWT, AZDI1222 bt MO THERET LKA Z AR — K L7e (ICMRA : 3EHHLH Y 5
[EPRE AR — COVID-19 U 7 F VBAFICEE T 2 HAMGIL /Y — 27 > a2 v 7' 202043 H 18
H [ICMRA 2020] ) . F£7-. L L7 IEHE5ER ChAd X7 % — U 7 F > (ChAdOx1 NP+MI1 }z Y
ChAd63 MSP-1) DO FHEMFRERICHOWTHELTIZER RS (ZNE4 2.6.633 THNL 1V 2.6.63.4TH, &
1,

AZDI1222 Z AW T- R 2 £ 1 177, CD-1 7 AZ AW ER SRR (43 A
bkofsﬁﬁ_lﬁmmmﬁﬁ)fi Anmn®€ﬁﬁﬁﬁ< BTt O RIR B 5
MERES I BRI (PREE LD AZD1222 OFRHEER & —8) | 2GS E —#T 25707
COBMETNT IV RORTIVT I 7 a7 ) ORI DI %hto AZDI1222 &5 L=
RTOMITIBNT, SHEX T EHITT D80k EA- L, Juifli AT T~ ToBEm o
5%%¢&@E@%%%ﬁbfﬁ%éntoAmnmz%ﬁ v, MIgEEEOBMMNAE SN

. PIRAY M OV FALRR RO FUTERD B v o 72, AZD1222 F 58 O ¥ 53RO B T A%
kﬂ%m KOS 2 BT, AE TRVEEMIEL OV XUXIRA MIEMEREIC X 5 RIEK
JIERRBO BN, ZOFTRIZ, V7 FUrOHANEGRICTIRINAFTRE —FHLIZbDOTH-
toit\:@&5%&&@%%@%@%%@@@%%%7%0 TR LT, AZD1222 #5.1C
B L 7= RIEI X522 mEMOH L LD TH D Z E WV RB ST, AZDI222 &5 RN 5 45E
Pir Ll mh&b%ﬂfm)oto

~ 0 A% AW FARI R OV 2 A st AR FE R BR T &5%@«@%@%a®f ISTL7)
~OEE  WEOAFERE, RIS D WITHA R DOALFIZ AZD1222 %512 K 5 m@%n#
HAER jﬂﬁﬁ&vtﬁw ﬁTéWﬁ%ﬁim@Eﬂﬁﬁotoit\Mmun%ﬁ
éﬁ@%i WIS T BRI R ITRO b o 7o,

~ 7 A% 72 ChAdOXIMERS 7 7 F > O w#MHERRER I35 1) 5 FEMEAT R O#FH & OVEEE 1 X
ChAdOx1 MERS V7 F > ® X 9 2HuURMEWE O 5 I FREN I B (L EMh—HK L TBY., A
ERFTRTIZZRWE E 2 S5z, ChAdOx1 NP+M1 7 7 F o T} ChAd63 MSP-1 7 7 F o D FE
REEOWTNIZBWTY, 3B 57ZFT 71X ChAdOx1 MERS 7 7 F o O @B CALNTZ b
D EMER—E L T\,

~ U ALY R B ISE NG SN AT, BB CTHW A EMRE S L CGEIR L7, Balb/c %
ZAER U7 \;®%mﬁ77?/%%pﬁﬂﬁ¥%ﬁﬂEf%é FHERBRICE AT 28
%@%@mﬁéﬁ BWTIE, 7 A& T 07 YLD ChAJOx] oy 5T — & D I H3FI F Af

T%oto%®& 75&7;V/F@ﬁfﬁ%7 2 RFIHRRE L 7o T-, HITH DT
iy7®ﬁuﬁ NHP (bt NPUSAOEERH) %AW 7=k cid X B o % & OE#
W72 DA AR N MBI 72 D Z . R A RIS ED DM A B RE L
il LCNHP CTida< w7 A%ZE®R L, Balb/c 2L YD b XV IEEDORKZV CD-1 v 7 X &R
B AR & LTI L7z,

T RCOEERIEFIRL AMERBRIL, OECD (R4 i B RssAE) IR EIC T, OECD &
BRITA R4 U R OERSLOLZRVEICEET 2 IEMR RO AL (GLP) #E<FL, H#EdH D
PSSR E RS A KT A e > CTHEME L7,
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= 1 AZD1222 DEMEFAHFEFHRSERBR—&E
R (RBRER) B - REE | BSEERROMM | kR | GLP
REHREHBERR
AZD1222 (ChAdOx1-nCovd-19): Days 1, 22 and 43,
A 6 Week Intermittent Dosing M GLP
Intramuscular Vaccine Toxicity CD-1 v 7 X 10 - \
Study in the Mouse with a 4 Week 3.7 107 vp UK | i
Recovery (513351) AZD1222
AGESE A TR
Day 1 (13 days prior
to pairing for
ChAdOx1-nCovd19: A mating) and GD 6 to
Preliminary Intramuscular EFD phase animals GLP
Injection Vaccine Development CD-1 v & and on GD 6 and \
. . , UK | 1 H
and Reproductive Study in

Female CD-1 Mice (490838)

GD 15 to littering
phase animals,
IM 2.59 x 10'% vp
AZD1222

AZD1222 (ChAdOx1-nCovd19):
An Intramuscular Injection
Vaccine Development and CD-1 v &
Reproductive Study in Female
CD-1 Mice (490843)

Day 1 (13 days prior
to pairing for
mating) and GD 6 to
EFD phase animals
and on GD 6 and
GD 15 to littering
phase animals, IM

3.71x 10 vp
AZD1222

. o

GLP

ChAdOx1-nCovd19 = AZD1222, EFD= WRRIEIAE. GD = iik% B, IM= fHRANES,

vp = Virus Particle

= 2 FEUIEIENER! ChAd R 2 —T 9 F > (ChAdOx1 R U ChAd63) DHMHRER—&
RB RBRES) B - R4t | REHERUHIMA EHESHET GLP
Mouse Toxicity ChAdOx1 Chik
Vaccine-or ChAdOx1 MERS Balb/C ~ 7 % Daﬁ 1Xa1n(;11015 M l * |GLP#H
(QS18DL) vp UK
Day 1, IM
ChAdOx1 NP+M1
ChAdOx1 NP+M1 and MVA 1 x 10" vp
NP+M1: Toxicity Study by - a .
Intramuscular Administration to Mice Balb/C ~ 7 A and R L | GLP 1 H
(XMMO0003) Day 15, IM
MVA NP+M1
1.5 x 107 pfu
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R (RBRER) B - Jkt | BERAEACHIM EHEGET GLP

Day 1, IM

ChAd63ME-TRAP
Mouse Toxicity AdCh63 MSP-1 and 110" vp
MVA MSP-1 or a Combination of
AdCh63 ME-TRAP and MVA ME- | Balb/C ~ 7 & Day 15, IM L | GLP 1@ F
TRAP ChAd63ME-TRAP/ UK
(UNO0013) MVA ME TRAP
0.78 x 10" vp / 6.85 x
107 pfu

ChAdOx1-nCovd19 = AZD1222, AdCh63 = ChAd63, IM= AN G-, vp = Virus Particle,
pfu = plaque-forming unit

a
N

2.6.6.2 ER%E5E4%HER

T 7 F v OFERERFAMIZEE TS WHO 1 KZ 4 > (WHO2005) (2 ki, iRBrEwmiciks
INDHU I FroEEREIE, B N TREINTZRGRIEL ETRITUER 620,
AZD1222 O Hial$ 5- 3 MERER 1 X 30 L TV Ruy,

2.6.6.3 RERESMHER

2.6.6.3.1 AZD1222 DY O X 6 BEIREFHFANEXRIRESHRAE (84
B EEME. 5ER 513351)

T RBR I 4 2 BV 2R ARSIV TIE, w7 R & T AL ChAdOx1 $h %
JFMET — 2 ODHPFHAIRE Ch o T, D%, 74 &7 by FORIERMET — 4 255 H w68
Rotz, WATHONRF I v 7 OBEME, NHP &2 V-3 BR Clid L v B8 o %M & O
W7 2 AR S LB/ D 2 ek, BMERBR 2 Rl IC D 2 VM2 EE U
& LCNHP TlidZa w7 A& @R L, Balb/c Z~ 7 A LD HIEHEOKE W CD-1 v 7 R & #E IR
fhEhRE & LRI L7,

ABRO B, ~ v A (FRBR, [EEMELICE RS 20 DT/EE) (2 AZD1222 (3.7 x
1010 DT A VAR HE) ZXP (1, 22 X O0V43 HB) IZHANEE LTz & & 03250
L. $£7228 A OEIEHIM 23 T BmEFT AORIEELZ BT 52 & Thotz, I HIT, B
PEHRM L7z, SR, 6 MO GHIRI& TR 45 BHH) . &O28 HFOEIEHIR& T E
(74 BH) ZFhE LT,

x 3 R 513351 — & 5%

2 BEat BERR? | RUANVRKETF EREB EfE M P R
(uL) (vp) /] P33 i3 B i3 B i3

1 Tt Bt 70 0 20 20 20 20 - -

2 AZD1222 70 3.7 x 1010 20 20 20 20 5 5

R =10mM B AF V0 7.5% [viw] A7 —Z 35mM b FU U A 1mM b~ 7 x> v
I, 0.1% [viw] R Y Y ~_— 1-80,0.1 mM EDTA K X0.5% [viw] =% / —/L, pH6.6
o EAEBEOKREREFHANICENEN 35 il OFRETEL Lz (%5481 70 uL [0.07 mL])
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AR T DB E H X, —CIRRE, (KIR, (KE., REINE, BffsE, REAa7Y
7 (JRFTHENE) o Trwin A7 U — @152 BRARWELEE (MRS & QMR A LSRR
) . RIERME, FifR, SREEE, KOWEMETmACTH o2,

RIS RRE N O B R D7 — & L el LT, AZDI1222 25 L7 1EC B W T, RE R KR L5
DMREIZ 22 A H O 4 R IR Shule (BRI RERE © 36.2-38.7 °C, AZD1222 $¢5-8F @ 36.2-
39.5°C) 23, $&5 24 BRI & CIOIT RRE L AR E CIglIfE Lz, —F, Irwin A7 U — U182
TIE, AZDI1222 \ZBHHE L 7= HEOIRIE DO ZEALITRE D IR o Tz,

AZDI1222 % 58 Clid, 45 B BIZHERN DT IR L, RO PRI D HREEH & —
BELTWe, &2, 77 ) AMEEORELS, TATIVEOT AT I v/ 7a7 ) s idi<
(BM~IREE) | ZHAUTAMHIEUS L —E LT, BEEIE% O AZD1222 5 HETid, 7'
TV ATREIZEL . TAT /7 a7 ) IR EIIK ) > 7253, o2 kiXElfE LT,
fﬁ&?ft%f%%:)%%’éuﬁu@ih%#Ehﬁﬁént#mf@m{ﬁﬁ/7 LTI, PURMEIE T v A O

R (BLQ; 0250 AU/mL) % FlElY | Mgt (FUiEGL) BEEcho7z, 1 HHIC
AZD1222 ZHAIRE L3 _RTOEBMIZIBNT SHEX 7 EITxET D HURK ISR B,
22 HHIZ AZDI1222 # 2 [RIHEEG- L7z & A EDEM) Tl #ﬁx}im“@ w\‘zwff‘ié% WL
77o AZDI222 D 3 [A A OF G L= _XTCoOEYW T 74 BA (RIEHIBKE TE) (2, PUEKIED X
D72 D IENNE T X HUREUS DHEFRF D358 80 BT,

J5 AR 2R AT 12 3N T BARGHIIE M O U IR A PRI X 2 RIERUGAS . TR IR &
N AZD1222 #5350 0 Bz FHEfE K OV O E T OB CHE SN TZ, ZOFTRIL, AZDI1222 #
SR CRAERNE DT, OB T, SIERMILA B G NL OB T ORI M O A/
AEN > TRY | AAEMRAETY P X 5 ITHE08 - T, &ﬁ?ﬁmﬂ@zsc%%fﬁﬂﬁmfﬁﬂﬁmﬁ%:
TEATELT, TREOMBRICITRITRO T, MFENICIEF 2 LD Th o7, EFEEYI I
EENDHRARCIEMII TR ST, AR 7 UICRR &b D AU T AR JE PR /A JE s oD 2%
FEAMIIE, BB 2 EESHBAL S OSIEDILRIZEINT 5 Z & AR S iz,

fEim e LT, CD-1 v A~ AZDI222 % 43 AHfiZH7=-> T3 MR 1[8) HRENES
(e ANV AR & 3.7 %100 L-fER, ZRMHIRETHY | HEOMKIEN —@EIcEm < 72
0. MEREENIZ BV THEROJD (AZD1222 O PHEINAEEEH - —8) . KO/ me7 U o
i, ARG E —FT AT AT IV RRTIAT v/ 7a 7 ) ORI R ST,

AZDI1222 % B 5- XN T2 T X TCTOMIZBN T, SHEX L7 BT D Pukims EH L, 3%
TOEOF G J ONalEHIE %38 L CTE O FIEIHER Sz,

AZD1222 %58 Cid, MlSEERINA A 7208, WIREY SRR 7P LR O H i
7RinoTz, AZDI1222 B 5B OB G-I OB TR & B R, MO T S AF R T, AT
ARV HARZ A K O U TTR A FIME IR K 2 RIERUSFRD B2, — AT 7 F o O
WNEGRZIC TSN E —E LTz, £, _@&ﬁ*ﬁuxzmékﬂffﬁfﬂﬁ@@ﬁcilﬁl@,ﬂ;ﬁ
M TRACIZFRO b VT, AZDI1222 B G ICBHE L 7= RIEITZRICEEEOH D LD THH Z &N
AR, AZDI1222 F H5AZEK T 2 A EFTRITFE O bk oT,

2.6.6.3.2 ChAdOx1 MERS 77 F UMDY A AW :-RIEXREFHESR
B% (55L& QS18DL)

AR D AL, ~ 7 A2 ChAdOx1 MERS U 7 F > % 14 HREIME C#& 5 L7=1%I12 13 HE O8]
£ %2 B T, ChAdOx1 MERS U 7 F > Ot 2535 = & Th o7z, ) /e fefZ i 135
HNDH~Y T AET VAR LT, Balb/c RafiH L7ZBHIZ, ZORENRY 7 F BRI M
UIRREE N TH D,

BRI 52y S 2 L— h 4572, =7 A2 ChAdOx1 MERS U 7 F o XTI FERE T
b5 R (PBS) ZZNENMKANESE (1 KOV 15 HEH) T4 28277 (& 4) .
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%= 4 Bk QS18DL— 1% 58

ic3 w58t Bk (D) 1AHE"® 1SHB?
1 VA It R He6, HE6 0 0
2 ChAdOx1 MERS 710, M 10 1 x 10 vp 1 x10%vp

© o BREBRRIT 35 uL, AREBEIC NG WL = PBS (U BRRETK) . vp = Virus Particle

HEFEORIIT, thoF o o—TF ) A )V AT 7 F > (ChAd63 ME-TRAP, ChAdOx1
MP+N1) %~ ARG L THLNREHERNRBO N HELREEOHETHDLZ L.
J O ChAdOx1 MERS 7 7 F o O T E R EIT 5 REOHIRIZE Y 5x100%vp THDH Z LT
Ko< LD TH-o T,

AERHIMIX 28 FICTH Y, A X MR8, KRE, BeE, MiR7FMRE, iKEls
HIRRA., #FE EHE, mﬁ F OYRBE R IR E Th o 7o,

AFRBRICB W THLITRD H/edr- 72, ChAdOx]1 MERS U 7 F %5 L S 0CBEEN & 5
EHIr LD — ﬁhﬁ@zm TRRH LT, EHALTHREGITERT 2 50 2RI 5
N noi,

KETIX, #EL T ChAdOx1 MERS 7 7 F > $ 5-HE O N E (R B G NN f 7 Aot FEORE & L L Cfi
i GEHHREED 074 1) ThHo7=2, ZHIFTEE LTI5~18 BH (2 [0 BHM%) ORERINIE
DRI RRE & i U CIRECh - 72 Z L ITERT 5,

ChAdOx1 MERS U 7 F U & 58 OMETIE, 2[EH (15 HH) OEH5%ISEEREORD 235
Hav, ERBIT — X s Lz e 2 A, 10 JBH 7 L CEREN D LTz, EEEREINED
1~4 H BICHIBEEL LB L Th MR CTH - 7228, 4~8 B BICITREERTFRRE L v & &l
Teote, TORER, &K (1~28 HH) TOREHEINEIL ChAdOx1 MERS U 7 F - $ 5B CHRIE
KPHERE & bofe U IRl (RHRREED 0.80 %) & 7257,

ChAdOx1 MERS U 7 F U #EGREORETIZ 2 M H# 5% G H) O NYHEER BS vaic R &
el U CTh P MTE A > 72, ChAdOx1 MERS U 7 F L & 5 HE D ME 0> AR AH B JVA S HREE & (7]
BRETH-T-,

28 H HICHEN L 72 Mg FA0kA T, ChAdOx1 MERS U 7 F L # 5B D MEME I fP#a [ M ER
# (WBC) OYHHERN DT DN mro7eny (BETIXABERREED 1.4 f%, M Tl D
134%) . ZAUTEL LTY U3 ERkE, FRREkE, K O BRI O S E DS ERE L I o377 Tl
o DDA FHNCABIZE D212 2 & (WEEXHREED 1.2~1.6 %) . E7o4fF PERE OFRGL Ak
KA EREL DO SEIIEDMEIZ R > THT T D 2 0B FCHEBEICE N -T2 2 & ORI FREE
D 13~15F5) IZXLDbDThoTz, M/ REOFEIEITMEMEIL I ChAdOx1 MERS U 7 F %
HBRETOTMTE Moo QREEREED 1.1 1%) | EERBIT — & 2fMEt L7z & Z A, ChAdOx]
MERS U 7 F U & BEEOMECII 2B S A BT RO OFPANICH > 7o, £ OMORREHE T
I, BRI R EEN A ONT- DL H o720y GRILERID 9 )72 dil K ORI BRFE$K
ORI ZELEE) | Wb 2Ol L OSRFEO~ U A TTFHRENLEBHOFANTH -7,

MEAALHIRA 2V T, ChAdOx1 MERS U 7 F U B REDMED 7 )V 7 I PR O ) ENE
PRIBERTHRRE & b U TR < RIEEXTRREED 0.94 15) | HaHFAE B 2N Hivl-, ChAdOxI
MERS U 7 F 5 REDOMERED 7V 20— A PR FE TR IRRE & el L Th P hicmho 2 (B
TRIBEXTHREED 1.3 %, MEIXIABERHIREED 1.2 6%) . ChAdOx1 MERS U 7 F > B HREOMERED R U
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70 & U REREOFHMEITIABET FRRE & bl U T o 72 (REIIR I FREE O 0.56 1%, IRt
KEHREED 0.64 {%) . ChAdOx1 MERS U 7 F o 5REOHERED 71 1) w7 I FE D LB L TP et Fi
REL R L T (B REED 1.2 %) . ChAdOx1 MERS U 7 F U % 5 REDMED U L i FE DI
VBTV L & B U Ciamno 7 (BBEHIREED 1.2 65) o AR T — 2 A L& 2
A, HE4DE, HETITEK S VETHRESS EEOMEOHIPH 2 ERl> T e, £ OMIT & EIHs FREE &
ChAdOx1 MERS 7 7 F U & 58 CEIMEICH I FHIA BEAN A ODNTCHB b b o 7oy, 02T
INEL L FETEERT — & OFPHIXERE T2 0 Eig - T,

28 H HICZRE S T-EWOREEEZNE L& 2 A, KEMIE L7 HRE SO FHEIE
ChAdOx1 MERS 7 7 F 5 - O ME T Ise O &t U Co T 0w < (R REE D 1.1
%) . REME L7 AFigE RO ML ChAdOx1 MERS U 7 F % 5RO MEME CHR e FREE &
el U CTOT TR o 7o (HETITE S FREED 0.92 5, HECIIEEs EED 0.90 £5)

ChAdOx1 MERS U7 F 45 (1 BEEKLON15 HA) 41213 HREBIZ L TH 5 Eh L= 5k
T, AIEY U REIZLL T O3B Hiviz, 35 ul © ChAdOx1 MERS V7 F v &5 L7- M 1
VC OMEDRZETIERDBD b (R 5) . TOMOPTROFBEMEE K ML, Wind
e & ORTEME T 72 I X i,

x5 YORADAE) VNEDOFRROER

BAE 1 (O HR) RE/RE 2 BE/HE 1 (O HR) R/ 2 B/
BERAE (pL) 35 35 35 35

REEWIE 6 10 6 10

JERDFED B 0 | 0 .

T B

~ U A%, ChAdOxI MERS V7 F % 2 [Elfeh (1 KOV15 HA) L., 13 A OBIEYFO%
(28 HE) IZLFEHIET,

JR PR A A ©, ChAdOx1 MERS U 7 F 5 \CBE 52 by, AIEY L/ 8, ik,
N O NGRSO B ivTe,

ChAdOx1 MERS 7 7 F VB REOEM 2T, HIEY 2B OO (B~ 4%
) RO iz, —EH OB TIE I U THEREOMABFESEE A L, ChAdOx1 MERS ¥V
7 F UG TIIE ORBBEEN L @hotz, FRCMETIE, TSt THIBRTH U v i
DIERNFED BT,

PR 2 F5 0T B IR DR OB N AS, ChAdOx1 MERS U 7 F L 85 RED Ik 1 PE Ok 3 PIZ3E
Hi72, ChAdOx1 MERS UV 7 F U EREOMETIL, Z AU - TIREAIE L 72 i E & o2 E
ﬁbfﬂm%%btﬁ\%%i%ﬁ%%m%@%hﬁﬂoto

U L SER S BRZER R E AR ORI () 23, %mmﬂME$U7?V&5ﬁ®—%®@%T
IR EEAL O R M O OXREVE AR IS 780 BTz, ESSREECIE, 20 X 9 228 kIR
O BRI T,

NI GEAT 028 b (SIEMBIRIE) X, ChAdOx1 MERS U 7 F o d X 9 28 ks 8
&E%K%ﬁéné%@f%éoﬁﬁm\:@%ﬁ:#ﬁ%g%ﬁﬁﬁék%%)yﬂﬁ(ﬁﬁ
BROGAITE BN RGN TH HTOAIEY /) T, £EEAICETIMiEThH., %
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2.6.6 TEMERRER O T ST AstraZeneca
AZD1222

ISEDRPREND Z ENTREIND, TNEEMT D00, HREY 235 K Ol T o LI
FROBENNGE N ARE Y o EiOFE EE ORI R R EH I Ch > 7=,

fitism & L C, ChAdOx1 MERS U 7 F % H\Z B¢ 228 kA3, AIEY o/ Ei, Bk, KOV
W GEALIZERD BTz, ZAL O N OFEFE X, ChAdOx1 MERS U 7 F-> d X 5 7e4b kit
FEWEOBEGIZ LD RO bNHE (L THY . BEA L TIE RV EE X bz, ChAdOx]
MERS U 7 F U 5AZ K D2 AT BAF T, BT 2 FEELITRBO v o 7o,

2.6.6.3.3 ChAdOx1 NP+M1 U MVANP+M1 DY DX ERAUW-KR1E
HEE5EMHHER GER XMM0003)

AkBRO HHIL, A > 7 YT J F 2 ChAdOxI NP+M1 KOV UKW T A > 7 b W
U 7 F 2 MVANP+MI % Balb/c 2~ 7 AR LTc L EOBMELRFTLHZ2 L Tho
oo 2FHDOU 7 F % 14 ARG TRAE L7218, 13 A OBEHR 2z B\, BBRT VA
KOEEZR 6 1R T, ARBRIZIBWT, —feikig, (KE, BE, LiRFIORE, mikEl
TR, SR EE, TR, K OVEER R A A I LT,

% 6 A ER XMM0003— % 5. 3%

B 5 B (o) 1AH 158 8

1 VA It R HES, MES 35 uL A4 35 uL AR
ChAdOXl 1% 1010Vp
NP 80 uL fi 14

u 1
2 HE 10,
ke 10, #E 10 15 % 107pfu

MVA 4
NP+MI - 120 pL A5 111

Wit =PBS (VU U FREEMETR) . vp = Virus Particle, pfu = plaque-forming unit

K OFEIZ L2 BHEEITRO N oTz, UV FURGITERT S EEZ2LNDHEL
& LT, B L OVRATEIR Y > 7 3H O JE SO o OV % 2000 NS [ ILERER ) OSR & 737
IREED DT INRIEMAE R DT USME, TG OZBEITIRD bignoTe, fi NGO RIAE
B, U7 F o BGREOMERECTIRD DT, FICITAREE Y v i O SUIEIEY i
DNERINT 7 F o B HAHEREOMERH] S OWE 3 PETAH B, E AU D B =AIRT L & LT,
N6V U NE ORI CRIZE STz, T i B i EREGE N & O3 ) e
SERMAERR & LR PR IMAFRD BTz, U7 F U EEROMIE TR LD ) e iR E
R PR EE DOZEAVIZ BT 2 B & D70 i B 02 LITRO b o 7o,

# & LT, ChAdOx1 NP+M1 UV 7 F o K OZENITHES MVANPHML U 7 F o DO GIZ X D

RIXRIFTHY | BET 2 HFMEEMITRD bR T,
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2.6.6 TEMERRER O T ST AstraZeneca
AZD1222

2.6.6.3.4 ChAd63 MSP-1 &1 MVA MSP-1. XI& ChAd63 ME-TRAP
& MVAME-TRAP LR TOY O RZTAWNV:-REKRES
MELER (FLBR UNOO0013)

AGRERD BHJIL, ChAd63 MSP-1 U 7 F 5.0 14 H1%IZ MVAMSP-1 U 7 F > 2 $e b X%
ChAd63 ME-TRAP UV 7 5> & MVA ME-TRAP 7 7 F > & O # 5T, Balb/c 2~ 7 A|Z 14 H
FIHRRE T 2 EF PN G L72#%I2 13 BROBIEHIRZ W T, 2 matT 02 L ThoTe,
BT VA VRO EEER TIO0RT, ARBRICBWT, —fRIRIE, (AE, EEE, MEEHIH
B, KA CFRRE, SFEEE, HR, LOYEER AR E 2 5 L7,

=7 AE& UNOO0013— % 5 8%
ic3 B () #5 18 H 15HHB
1 HES, MES VeIt B
AdCh63 MSP-1 1.11 x 10" vp
2 |#E 10, #E 10
MVA MSP-1 - 10.37 x 107 pfu
AdCh63 ME-
3 |HE10. ME10 | TRAP/MVAME- | 0.78 x 10" vp/6.85 x 107pfu | 0.78 x 10" vp/6.85 x 107pfu
TRAP

Wit =PBS (VU U FREEMETR) . vp = Virus Particle, pfu = plaque-forming unit

MSP-1 UV 7 F > X% ME-TRAP ¥ 7%‘/&5@3%T‘ F. T KO EITERFT 5 B kIR
D BRI T, FGEAL. TRAGER Y 88 RO DU ¥ F B 5T B RER S &
OSIEINEICERT 5 B 2 b b & b, i & =37a)) A&%F@ba“fpf;tmjmjt@ (24U B
T HME ST PRER N AIG LDOEALE RN T, FGIZEDEEITERO bR D o7z,

ChAd63 MSP-1 7 7 F > RN AUCHEV T MVA MSP-1 U 7 F o O Fe 5 % 52 1= 1Y)

AN B G- EAL O FEARDS, ChAd63 MSP-1 U 7 F 5 F HIC 1 [MERD bz, FIRREHIA
W GHRAL O AN 19 Lo TRIE S, TIUCH O IRERIRRERIRT L & LT, ki
T, FRRRHERIE, BWRIE. M O AHESLE wﬁ@%ﬁﬁf%Mﬁm@ento@mﬁ%rw
IR EBICHERS Y » A EIC R DAL, 12 IECHEY Y SEICiRD BT, RO IR DA 2S v
O F L HREBED 5 ILTH GBI, FAUCEIE L CMIRE BRI bz, a2, B Ky rm
7 CPREEEEE D D I N Z AU BT 2 T VT X /7 m 7 ) O RO F
R T PREEFEMEO NGB b,

ChAd63 ME-TRAP 7 7 F > & MVA ME-TRAP U 7 F o L O 52 %13 -8

TR TR AN G O & RIS 14 VB2 Div, EHUSHE D SRERR AT L E LT il
FRMEZE MR, FHARAEIIE ., B RIE, I O #RHESL B RS OB EERIN AR D il MfEFESE
FEHEINAS 15 VE Tt U U NEilc A b, M1 T TIEY o ~HJiilcfB e biviz, MlgoIRF R
WIS T 7 F U BERERED 9 IETH B, EAUCEE L CIEIREEHMARD b, y7 a7y
VIRFEESEIMEO DT R EEMA A DAL, FAUCBEE L TT VT /7 a7 ) UEOR T RO F
LR B EESEIE ORI ERD BT,
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2.6.6 TEMERRER O T ST AstraZeneca
AZD1222

fEm e LT, MSP-1 V7 F U XUEME-TRAP V7 F L OWFhZ2 &5 L-5E6., B+ 54
BYEOFTMEELITRBD DN h o7, AR Y > SEOMI RN, Pk PR LRk
. ifAE a7 ) AR, K OGN O RIEMEEALOFTRIL, U7 FUoEEICR LT
SN R T DB bND,

2.6.6.4 FF2aFxFRT40R

AZDI1222 O hF v a X7 4 7 ARBRITER STV RV, U7 F o ORI 5
WHO ' 1 K74 > (WHO2005) ([2Xk2E., EWERERER (V27 F 2 iy Ol TR i
ERES) 1l SEE STV,

2.6.6.5 EinatER
AZDI1222 OEEFRMERERIIEM STV eV, U7 F o OIERKRIENIZEIT 5 WHO A KT

4> (WHO2005) (2k5B&, EEKU 7 F U BANZONTOBEEERERITETSLEE ST
A/AN

2.6.6.6 M AR IEEAER

AZDI1222 DO AJFMERRERI T FESE STV, U 7 F o OIEEER IR % WHO A R
A2 (WHO2005) I2Xk2&. UIZFUHFIZOW TR AFEMRBRITINIE L STV,
AZDI1222 I T IEHA LT T 5 ) T A VAR Z—TH H720, BAFEMED U 2713 E
EZOND, TNETDOEZA, TT ) IANARY Z—%r LB FEANC L DY Ak~
A — kA B DEFIRAE T 720,

2.6.6.7 AiERE B

AZDI1222 O » BRRFEAE~DEEDOFAHIZ OV T, GLP O Ttk (G5 490838) &N
AER GRBR 490843) M52 T LTW 5,

2.6.6.7.1 Itf CD-1 v 9 RZAL\= AZD1222 DFFANESIZ & 545E
FEAESMHER (FEAER. 38R 490838)

ARER D HH9IL, AZD1222 Z M CD-1 7 AN L LT- & & OAEEIAEIC RIETHES
BRtd 22 & Thoto, ARBRTIX, ATHIRMERE, JBRE. WIRE, FR., FEAKRELKOHA
IR T DIFREENSE, WONCHAEVRAEFICHT 28R Lz, £7o, SEREMERIGICD
W, IR VR AR K ONEIER O REEYM) S ORI, 37 QNS F2LEIRET oF oo AR D2 GHlllE L 7=,

AZDI1222 Z A5 REEMIZ 2 I AN G (5245 0 0.07mL/[F]) L7z, PREBVERAEITIE,
1 BE47-0 16 P~ 212, 1 HEH (ZEO7ZDDRIERLED 13 Bl KOF D% OEIR6
HE (GD6) 2, AZDI1222 % 2.59 x 10" vp O HHE THWNE G- Uiz, [FIEHI I, 1 BE472D
15 PEDRfE~ 7 A2, GD 6 X OME DD GD 1512, AZDI1222 % 2.59 x 10" vp & F & CHEA N
B Uz, VEBERHIRREL LC, MR R4 R ORIES O 2, 16 IEOlf~ 7 A2
AZD1222 B GREL [RRED A ¥ 2 — )V VR 8 TRt (A438 FREHR) MW &ES L=, R
THA U ROBEFEER 81T, ok, ARBRCTHEMH LM CD-1 ~ 7 XT3 5-2170
T MEE ORENC D IAEH LT,
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2.6.6 TEMERRER O T ST AstraZeneca
AZD1222

x 8 FHER 490838— % 52

. B o Jih=s
# (7E) B fEiEES i vp/0.07 mL (R H 58/ [E))
JR G Y38 A 1A
1 1 16 1501~1516 TA kT 0
3 I 16 3501~3516 AZD1222 2.59 x 10'0%
IR
2 1 16 2501~2516 TRt 0
4501~4506
4 I 15° AZD1222 2.59 x 10'°
4508~4516

I = A438 FEfER B35mM kT FU DA 10mM EAF T 1mM b~ 27327 A

0.1 mM EDTA, 7.5% AZ ua—Z_ 0.1% KR Y Y L~_— k80, 0.5% =% /—/L pH6.6) . vp=virus
particle

@ HE3IO1HHOH®EIZ25%x100vyp Thole, ZOHEIZ, ARBRTHERIN IV 7 F Ny F
DTANARLTIRENHER SNDANIHESINTZ LD TH D, 7272 L. ZOFEITHK 3.5%V 72 - 7212
WX 72 hoTolod, R EOMIGHEIIAE L HWT L, ZO%OMHEIL2.59 x 10°0vp & L7,

b Mv?x<@¢$ﬁF%m> . REHAOHEE DEERFIZZITTZEEDT-O, AZD1222 B 5-HiD
GD4 (88 B LT,

BRI E X, —eRiE, (KE, BfE, EXa7 Y U7, RER., SR, ERI,
PZRN =N H£%$f4 FINE VR B e OV AR AR, s Ml (REEh . BRI R OV AR
R) . FEEEAOHNEMAE (WRBRBEHOAR) | BREE, BEROWIEL BN (1R
FeRFEMOA) | HEW R AR ORIRFTRTH 5,

BHINL 2O T, HEW~0RE, MOARERE, hIH D WITHAR DAL Amnnu%
HIZE pEBIIRD LNT, WTROMIZB N TH, AR K OREMIZ 4 5 AIRAT RITEE
e inotz, FT2, AZDI1222 $5Z X DRI OWNIE ST EH OFT IC R E X5 b ive o
776

RIS RREE DB D HELER L 72 5 o L O _RTIZBIT 5 SHEZ o 37 BIo k- B HuAf
m\T/t4@E§@ﬁ(MQmﬁoMmm)%Fﬁw\m@ﬁf&%f%otoM%Eﬁéﬁ
IZBWT, AZDI222 285 Lo REEM) Tk, S-BEX v /N7 BT T 2R RIS 38D b, 2B
Filictrar "= a UNEZ o722 LRI, S- *F‘?? NI T B HUARSIE GD 7
THROHIL, T HITGD17.5 £ THEFF S, REMW) &R IR o E BN miEISHETH -7z, —
J7. FESHNZB N TIE, GD 1512 S-BE X L R BT B HUARUS 80 Bz, Z OFURRIE
X, BAHG% 14 B (LD 14) OFTXTONEYTHHER I, S 5IZ, LD 14 OHARIT T~
TIIERIGHEETH > 72, LD 14 O A CHER SL28L S B & o /37 B HUKEUS D HUAAM L
NVOEBMEIL, GD 17.5 THEESNIZRIEY I THESNEHIEE L L X0 b Eho Tz,
ZOZ UL, PUSHEY T BHIROANBATE TR L T D, SERMER)S (BUS BE-# 3
7 EHURBIS DHURMET L~ L DOSEEIfE) 2 91T,
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2.6.6 TEMERRER O T ST AstraZeneca
AZD1222

x 9 L S-#E5 2\ BHRRIS DU L~ )L

R R A DO REY RIE ¢
PLifffi (AU/mL)
GD 7 GD 17.5 GD 17.5
14HH
JEHE 354.883 788.115 184.065 91.011
AR 142.455 531.065 96.524 53.926
] D AR
PLifffi (AU/mL) IR E@? SRS
GD 7 GD 15 LD 14 LD 14
JEHE BLO 55.751 155.144 266.213
PR R 47.835 116.859 196.906

BLQ = E&[RS (0.250 AU/mL) #Kiii, GD= 4EiR% Bk, LD = 3L B2k
VAIEXRREE X 0 BRI L 72 1, X CERERARRM CThH - 72,

@ BT NI GD 6 DT — AKX — G5 TERIL

b BT EGD 15 DT — A X — R EORNITEREL

¢ [FEYS7T-Y ORRMEEED THONTER

4 FEY Y o HARNE 2 ED THE L RER

fhgm L LT, CD-1Mff~ 17 2~ AZDI1222 %, WRIBERAHOBEETIZ1I AE (RO D DR
JEBAAED 13 Bl MOVGD 6 (2, FEM O G TiX, GD6 X ONGD 15 I2ZEnEi, 1 EHY
2.59 x 10"%vp O HETHRANE L LIZFER, EH00MICBWTHARHITIRGF Th o7, HLS-
W2 R EHURROGIE, AZD1222 O G54IZREM) T ER L, 235 TR M Oz LT
Zil U CHERF S 7o, IR IR QN AR o MG SO E DS fERR S 4L, L S-FE & o~ 7 HHUR D
BATHER AN BTN ZNENRD b, BEHMA2EO T, R ~02, Mo A&FH,
FREIR & 2 W T AR O ATFEIC AZD1222 502 X 5 883300 Hd . WGV 38 A1 ) ONwIRE HA
DOWTHOMZBNTYH, HAER KOOI T 2 WIRFTRITEEO b o7, £,
AZDI1222 #5112 X B M8 OB T B O RAZ B F IG5 D b d o 7z,

IS ORERIT, IS bt SBE X VXY BHURD AR ~OBAT AR b= Ak
THA L EXFFTLH20D0THY, b FEDOEEMEOH L UMEEOH D) FREBZZ LD,

26.6.7.2 I CD-1 ¥ RXRZHL= AZD1222 OFARNESIZLSEE
AERESFMHHER (GER 490843)

AR O BIIE, AZD1222 % CD-1 ~ 7 AZHHRNE G- L2 & & OAFRRAIZ RIF T 25
ERETT5Z2E Tholo, AMBRTIL, AJEREERE, ZZBRe. HRFE, FR, FENRBRIELTH
AT A TERE PRI E, W ONC A RAEFICKHT 5 B A REE L7, Fl RO RBFEEIL
A% Al 44 B (PND 44) £ TRl L7,

S FEROSIZ OV T &, IRV AR L ORI O REEh K OB IR, W QN LR o
AERTHIE LT,

AZD1222 Z 4RI 2 [N G (R G4 & © 0.07mL/[F]) L7, BRARVERAERICIX,
1B 720 25 Enitff~w 22, 1 BH (RO DORJERLED 13 BRI KOE O OIEE 6
HE (GD6) (2, AZDI1222 % 3.71 x 10 vp D HE THRNE G- Lz, [FIEHI I, 1 BE47=D0
25 JEDIlfi~ 7 A2, GD 6 KO D% D GD 1512, AZDI1222 % 3.71 x 10'° vp D & THH AN &K
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2.6.6 TEMERRER O T ST AstraZeneca
AZD1222

5 Ulz, WiEIREE S LT, IR IRBAEN R OFEH Oz Thiz, 25 IEDOlE~ 7 R (2
AZDI1222 B H5RE L [FRRD A 7 ¥ 2 — VR K BT E AN S Lz, 7edk, ARBRTHEML
7o i CD-1 ~ U A TR G- 217D, MEE ORZBUZ DI L7,

#= 10 HER 490843 — 158

) &

w ry BrfE S i vp/0.07 mL (% 5B /)
IR e 58 A 1

1 i 25 1501~1525 TRt R 0

3 I 25 3501~3525 AZD1222 3.71 x 10'°
[FIREHA

2 i 25 2501~2525 TRt IR 0

4 it 25 4501~4525 AZDI1222 3.71 x 10%°
HAER

2 HE 64, 80 | 2201° 2701° VRIS R BB XL TUVRD

4 1 68, HES6 | 4201° 4701° AZD1222 BT
F1 A%

2 183, MEs2 | 2101° 2601* PRI SR BB X LTV

4 HE 88, MEo2 | 4101° 4601° AZDI1222 EH I TN

W =35mM kT rY) oA, 10mM BEAFT0 1mM Bk~ %A, 0.l mMEDTA,
75% A7 m—2Z 01% RY Y A~_— 180, 0.5% =% /—/L (pH6.) . vp = virus particle

@ PND 2l o HARKONFL HRoEMWIE, FRHIZEEE L 88 EE 50 o I CEEE & 2=
517,

BRI A X, —AeRAE, (KR, B, EXa7 V7, KRR, Zhhhe, ERBIH,
PEZ RN H@%ifé FfE R EE L O AVARE, HAROIRERA, 8k Lz AR oM
R, R REREE (REE, RIEAOHWAER) | FEREELORERE (WG AL O
) . BRREE, RIEONEL VeI (IR ERAEM O L) | REW &K O AR O AARFT R
Th b,

WG A ED T, t@%«@%é\m DATERE, MBI H D WVITHAEROALF, AR O H K
HIFEHIC AZD1222 I L A BEITR O LT, WTFNOMIZE T, AR, F1 tE)
&og@%;#ﬁémw%ﬁ wwenﬁ#otoit\Mmun&ﬁuié%E®%%\mﬁ
XAFEREOFT RIZEFITRD e o7,

FRRE Vo8 A2 1 K ONRIRE S D Vs st FREE BN 0> D ERIR U 7= 223 o 7 v, RIS O vt IR
O 1T ERE, SHEX VBT APURME T v A OEERAE TR Mg
e Ch o7, BILGME 21 B (LD 21) OWEREEO B2 8 L7 1 7o S-bE
B NI D PRI, 5.926 AU/mML CTILESGETH - 7208, Z OFUARMMIE
AZDI1222 5. U= B BB L= o A b E o R L VWD TH 72, 2D
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2.6.6 TEMERRER O T ST AstraZeneca
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FEMW)IL GD 15 TIHESIGEETH Y . Z OB HERO HA RO LD 21 TOMEKG b M
ThHoT-,

RIB RS AIA DT R TOIFPICK T, AZDI222 1 [H A OHEFRS (1 B) 2 L%, &
Blpi (14 H) 12 S-HEH 2 X7 12T 2 HURRIS D R S 472, GD 6 12 AZD1222 % 2 [RIH D¢
H#% . GD7 K ONGD 17.5 ICUESNT- o 7Tl FEHMMT 2B U T, SHEX 7 Bzt
T DR R FURRIS B A BTz, GD 17.5 IS NG R o 7 v O3 R TIB W TE X
ISEBEE TR Y . REEM OPT SBE X L X BHUABIEIRICBAT LT Z LR E T,

S-HEZ LR BT A HUAR S, GD 6 12 AZD1222 ZH[al#% 5 L7=1%. GD 15 D3 <TD
RIS OB TRO HT-, GD 1512 AZD1222 @ 2 [BlH D% 5440 LD 7 X TLD 21 ICERRE N
72 7T, GD 15 OB 5T ARSIz o 7L L U C SHEX L X BIZxtT 5
PURBOG OEEMMATED BTz, S-HEX X7 Bk 2 PG IX, LD 21 OHAE RN S ERILE
NI _XTOY TV TRIE SN, FLSHEX A BHUROANBATZ RIE L TV 5,

& 1 L S-#E5 2\ BRSO U L N )L

VI 5 A R D BB ey
P&l (AU/mL)
14HEH GDT7 GD 175 GD 175
SE¥IE 344 .42 752.00 247.54 78.90
ERRE 277.89 463.46 288.48 46.55
B D A
AT (AU/mL) FIEH O B8 GEE
GD 15 LD7 LD 21 LD 21
SE¥IE 52.29 262.72 419.32 120.34
ERRE 30.39 370.59 299.38 71.32

GD = [iEH% Bk, LD = LBt A%k

VAIERRREE X 0 BRI L 72 1, 1 o 7V oFURM (5.926 AUML) #FrE, X TEERA
(0.250 AU/mL) F#Kiiii T - 72,

@ BT NMTIGD 6 DT — AKX — TR

b BT GD 15 DT — A E —FEORNCEREL

¢ [FEYT-Y ORRMIEEED THONTER

4 [ENEYS -0 O HARINTE 2E D THE bR

fhEm e LT, CD-1 i~ 2~ AZDI1222 (3.71x10"Vvp/[E]) Z. 1 HH (GZEDOZHDLT U v
7D 13 HEl) KO'GD 6 (JRIRVEFRAH) . 721X GD6 LONGD 15 (FIIEH) ICiAm&s- L
72 X DOBEMITBEA CTHoT-, PUS-HEX X7 EHRRGIE, AZD1222 5% 2 RE <k
U, R L O LM 2 U CHERF S vz, IR IR R O AR RIS B B SOG 2 HERR S 4,
ZNE IR K OF L ~Dht S o R 7 EBHUROBATIED R H v,

BN A DT, REM~OFE, MEOEFE, BIRS D WITHEROER, HAROHIRY
B AZDI1222 B HIC LA EITE O b, R AN R OFREE O W ofMIzis T
&, AR, F1 ALK ORI 2 RIRFT AITEE O b o7z, Flo, AZDI1222 5.1
L AR O, NIESUTER OFT RIZRE T2 biRioT-,

CONFIDENTIAL AND PROPRIETARY 17(19)



2.6.6 TEMERRER O T ST AstraZeneca
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2.6.6.8 R R R

AZDI1222 O JS AT RIS I Bl L 72 3R BRILFE M L7220 72728, AZD1222 O BTl 1%

~ U A% MW 6 AR MK B FEERER GRUER 513351, 2.6.6.3.1) TaHMliL7z, WTho#
HRFZEBWTH AZDI222 #5112, GBI IZRE O DV do 7=, RERRERR R
FRAEIZ kwf\mﬁﬁ%ﬁ&UAmnmz%ﬁﬁwﬂﬁ@@%(ﬁi)@&5%& TR LT
TFIENBIE SN, AN EFRICEEL TWD &2 bz, B BRI L O SUTIRE
FIMEIRIEIC L D RIERUGDS, 1M OMED B BERAL O B TR M OV DE T2 & 5B TRd
b=, ZORTRIL. Mmuﬂ%@@%f%iﬁﬁﬁ#oto—%®@%T\§5%ﬂ@ﬂﬁw
B T ORI N O%E SRR~ DO SIEMIOYEA 0 3580 Bz, ZHUT LY, B O K
/AR JE LD JE B S JE R 2358 6D BTz, Z D% fé%@%uﬁ%@%%%ﬁ%r%@
DYEN Y ié%%@ﬁﬁﬁ®%ﬁ%ﬁﬁ\—%%K77?V®%%W§5%K$Déi<mﬁ
T %)E”iﬂf“i?) % (Sellers et al 2020) . %ﬁjﬁfi&'@‘ﬂ:”ﬂ’@ﬁ@@?ﬁ I EA R R T IRELS

RO BT, AZDI222 F5ICBE L - RE e mEYRoH L0 TH D Z &#rwénto
S5, RETREMEIZ WX, BIE9 5 ChAdOx1 MERS U 7 F > D~ 7 A % 7= GLP jii ]
DO E R EERER (GRABk QS18DL) d»—Eg & L Cilffi L7z, ChAdOx1 MERS V7 F > O Ft 5.2
B L 7o by, = U A DO RWNE G O, HIEY o8 GRAEE Y 38 | KOYM
fEIZZRD HT-, AIARNE G5 OGRS DIV RIEMAZIRE (U > RER HEZERAEMAa
DM XU 7 FUOHANEEISER L, AEY ORI LR OB, = OfERO Y
VRIS K A ERBICERT 2 b0 THY . BEHEA L TIEAVWEEZBND,

2.6.6.9 T DD E1EEAER
Z OO BTN L TR,

2.6.6.10 FZRR VKGR

CD-1 v A% Wiz & 53R 43 AflChz- T 3@EMIC 1 FfHRENES) Tk
AZD1222 OBFMIT BT, %Ti WPEDOEIE R, MEREICICHEKED (TSNS
AZDI1222 OFEFEH & —F) | AL E—ETHm 7Y /0)%7)[!2:7/1/7 VEOTIVT
\/77m7)/w@ﬁ9ﬂ&%hﬁ@Amnmz%&ﬁbt@%mﬁmf BT, SpEH X

R D PR EF U, PUAM BRI T o B o558 R o R ONel 18 3 20 L CHE
%éntoAmnmz&ﬁ X0, PlREEOHEIMMNA ST, BIRA MK OYF B SAA0 AT 7 &
OFIRFIFIRD BN o7, AZDI1222 58 D% 55D K2 T HLGR & Bk ih. R OBET 5 4
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2.6.6.11 S &3k

ICMRA 2020

International Coalition of Medicines Regulatory Authorities. Global regulatory workshop on COVID-19
vaccine development. Summary Report.  http://www.icmra.info/drupal/sites/default/files/2020-
03/First%20regulatory%20COVID-19%20workshop%20-%20meeting%20report March%202020.pdf

Sellers et al 2020

Sellers RS, Nelson K, Bennet B, Wolf J, Tripathi N, Chamanza R et al. Scientific and Regulatory Policy
Committee Points to Consider*: Approaches to the Conduct and Interpretation of Vaccine Safety Studies
for Clinical and Anatomic Pathologists. Toxicol Pathol. 2020;48(2):257-76.

WHO 2005
(World Health Organization) WHO Technical Report Series, No 927. Annex 1. WHO guidelines on
nonclinical evaluation of vaccines
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2.6.7.1
& 1

sHEER . — &

AZD1222 EMHRBR—EX

AstraZeneca

Type of study

Species
and strain

Method of
administration

Duration of
dosing

Doses

GLP

Testing facility

Study
number

Location in
CTD

Single-dose toxicity

Not conducted

Repeat-dose toxicity

Balb/C mice

M

Day 1 and 15

ChAdOx1 MERS
1 x 101 vp

Yes

Balb/C mice

M

Day 1 and 15

Day 1, IM
ChAdOx1 NP+M1
1x10%vp
and
Day 15, IM
MVA NP+M1
1.5x 107 pfu

Yes

Balb/C mice

M

Day 1 and 15

Day 1, IM
ChAd63ME-TRAP
1% 10 vp

Day 15, IM
ChAd63ME-TRAP/
MVA ME TRAP
0.78 x 10" vp / 6.85 x 107 pfu

Yes

CD-1 mice

M

Days 1, 22 and
43,

3.7x10%wp
AZD1222

Yes

QS18DL

42322

XMMO0003

42323

UNOO0013

42324

513351

42321

Genotoxicity

Not conducted

Carcinogenicity

Not conducted
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2.6.7 EEMERBAEE S AstraZeneca
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Type of study Species Method of Duration of Doses GLP | Testing facility Study Location in
and strain | administration dosing number CTD
Reproductive &
development toxicity
Preliminary Embryofetal | CD-1 mice M Day 1 (13 days | 2.59x 10" vp AZD1222 Yes 490838 423521
Development prior to pairing
for mating) and , UK
GD 6 to EFD
phase animals
and on GD 6
and GD 15 to
littering phase
animals
Embryofetal Development| CD-1 mice M Day 1 (13 days 3.71 x 10'% vp AZD1222 Yes 490843 423522

prior to pairing
for mating) and

GD 6 to EFD

phase animals

and on GD 6

and GD 15 to

littering phase

animals
Studies in juvenile animals Not conducted
Local tolerance Not conducted
Other toxicity studies Not conducted

EFD = embryo-fetal development; GD = gestation day; IM = intramuscular

a
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2.6.7.2 FX2OXRTAO9R: FEVOAXRTA O RARBO—ER

No Toxicokinetic studies have been performed with AZD1222. Consistent with WHO guidelines on the nonclinical evaluation of vaccines (WHO
2005), Pharmacokinetic studies (eg, for determining serum or tissue concentrations of vaccine components) are normally not needed.
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2.6.7.3 F2aF 2T bRV OXRT 4V AEBRED—E

No Toxicokinetic studies have been performed with AZD1222. Consistent with WHO guidelines on the nonclinical evaluation of vaccines (WHO
2005), Pharmacokinetic studies (eg, for determining serum or tissue concentrations of vaccine components) are normally not needed.
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2.6.7.4 BHHER - HEYE Ny TFE) —E
*x 2 SHRBR TRV -HEBRYE
Batch number Virus Particle Sterility Mycoplasma Test Expiration Study number Type of study
Concentration
(vp/mL)
MS00684-92 53x 10" Pass Negative [ ] B | 513351 6-Week Repeat-dose Mouse
3705 3.7x 101 Pass Negative ] B 490838 Preliminary EFD Mouse
MS00684-92 53x 10" Pass Negative [ ] B | 490843 Main EFD Mouse
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2.6.7 mEMERBRAEEE AstraZeneca
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2.6.7.5 ER%E5E4%HER

No single dose toxicity studies have been performed with AZD1222. Consistent with WHO guidelines on the nonclinical evaluation of vaccines (WHO
2005), the number of doses administered to test animals should be equal or more than the number of doses proposed in humans.
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2.6.7.6 RiERSHEHEER - EEGHEEBRLUN DR

= 3 ChAdOx1 MERS MW7 7 A R 5 H 4R ER
2.6.7.6A ChAdOx1 Chik Vaccine or ChAdOx1 MERS: Toxicity Study by Intramuscular Administration to Mice

AstraZeneca

Species: Balb/C mice

Duration of Dosing: Day 1 and 15

Study Number: QS18DL
Location in CTD: 4.2.3.2.2

Initial Age: 54 to 61 days

Duration of Postdose: 13 days

GLP Compliance: Yes

Date of First Dose: .-2_0.

Method of Administration: Intramuscular injection, 35uL right hindlimb

No-Observed-Adverse-Effect-Level: 1 x 10'° vp

Vehicle/Formulation: Phosphate buffered saline, solution

and histopathology

Parameters Evaluated: Clinical condition, body weight, food consumption, hematology (peripheral blood), blood chemistry, organ weight, macropathology

Conclusion: Administration of ChAdOx1 MERS was associated with treatment related changes in the right lumbar lymph node, spleen and intramuscular
injection site. The spectrum and severity of the changes were consistent with the administration of an antigenic substance such as ChAdOx1 MERS, and were
considered to be non-adverse. Treatment with the vaccine ChAdOx1 MERS was well tolerated and was not associated with any adverse effects.

Dose Control ChAdOx1 MERS

0 1x10" vp
Number of Animals 6:Male ‘ 6:Female 10:Male ‘ 10:Female
Noteworthy Findings:
Died or Sacrificed Moribund 0 ‘ 0 0 ‘ 0
Body Weight Gain (%; g) *
Day 1 - 28 3.5 ‘ 2.4 2.8* ‘ 2.1
Blood Chemistry "

Albumin (g/L) 30 31 29 29%
Phosphorous (mmol/L) 2.50 2.31 2.54 2.87*
Triglycerides (mmol/L) 2.39 1.39 1.35%* 0.89**

Glucose (mmol/L) 12.07 12.11 15.74%** 14.59**
Organ Weights ¢
Liver —  Absolute (g) 1.26 0.83 1.09 0.78
Adjusted (g) 1.22 0.85 1.13%** 0.77*
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267 mEMERABRBIEER

AstraZeneca

AZD1222
Dose Control ChAdOx1 MERS
0 1x10" vp
Number of Animals 6:Male 6:Female 10:Male 10:Female
Spleen— Absolute (g) 0.082 0.078 0.080 0.088
Adjusted (g) 0.080 0.080 0.082 0.087
Gross Pathology
Number Examined 6 ‘ 6 10 ‘ 10
Lymph Node - right lumbar
Enlarged 0 ‘ 0 1 ‘ 7
Histopathology
Number Examined 6 ‘ 6 6 ‘ 8
Lymph Node - right lumbar
Germinal centre development,
increased
Minimal 0 0
Slight 0 0 5 5
Moderate 0 0
Increased cellularity,
paracortex
Minimal 0 0 4
Slight 0 0 2 5
Spleen
Number Examined 6 6 5 5
Germinal centre development,
increased
Minimal 0 0 1 3
Injection site
Number Examined 6 6 5 5

Infiltrate, inflammatory cells,
muscle
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2.6.7 mEMERBRAEEE
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AZD1222
Dose Control ChAdOx1 MERS
0 1x10" vp
Number of Animals 6:Male 6:Female 10:Male 10:Female
Minimal 0 0 2 2
Infiltrate, inflammatory cells,
interstitial tissue
Minimal 0 0 1 2

vp = viral particles. * p <0.05, ** p <0.01.

For controls, group means are shown, for treated groups, percent differences from controls are shown.
b

Group mean values on Day 28.
Group mean absolute and adjusted values (g) for animals killed after 28 days of treatment.

C
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AZDI1222
= 4 ChAd OX1 NP+M1 BT MVANP+M1 DT 7 A REHR SEMHER
2.6.7.6B ChAd OX1 NP+M1 and MVA NP+M1: Toxicity Study by Intramuscular Administration to Mice

Species: Balb/C mice

Duration of Dosing: Day 1 and 15

Study Number: XMMO0003
Location in CTD: 4.2.3.2.3

Initial Age: 54 to 61 days

Duration of Postdose: 13 days

GLP Compliance: Yes

Date of First Dose: _2_0.

hindlimb

Method of Administration: Intramuscular injection, 80 pL (Day 1) and 120 pL (Day 15) right

No-Observed-Adverse-Effect-Level: 1 x 10'° vp

Vehicle/Formulation: Phosphate buffered saline, solution

and histopathology

Parameters Evaluated: Clinical condition, body weight, food consumption, hematology (peripheral blood), blood chemistry, organ weight, macropathology

adverse effects.

Conclusion: Treatment with the vaccine ChAdOx1 NP+M1 followed by the vaccine MVA NP+M1 was well tolerated and was not associated with any

Dose Control ChAdOx1 NP + M1
0 1x10"
Number of Animals 5:Male ‘ S5:Female 10:Male ‘ -+ 10:Female
Noteworthy Findings:
Died or Sacrificed Moribund 0 ‘ 0 ‘ ‘ 0
Haematology *
White Blood cell count  (10%/L) 3.69 ‘ 2.79 ‘ 4.47 ‘ 5.02%*
Serum Chemistry *
Total Protein (g/L) 48 ‘ 48 ‘ ‘ 50
Gross Pathology
Number Examined 5 ‘ 5 ‘ ‘ 10
Lymph Node — right popliteal
Enlarged 0 ‘ 0 ‘ ‘ 9

Lymph Node - right lumbar

Enlarged 0 ‘ 0 ‘ ‘ 10
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12(38)




2.6.7 mERABBIER
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AstraZeneca

Dose

Control

ChAdOx1 NP + M1

0

1x10" vp

Number of Animals

5:Male ‘

5:Female

10:Male ‘

10:Female

Histopathology

Number Examined

10

Lymph Node — right popliteal

Germinal centre development,
increased

Minimal

Moderate

10

Lymph Node - right lumbar

Germinal centre development,
increased

Moderate

10

Lymph Node - mesenteric

Germinal centre development,
increased

Slight

Cellularity, generalised

Slight

Spleen

Number Examined

Extramedullary haemopoiesis

Slight

Injection site

Number Examined

Myofibre degeneration and
inflammation

Minimal

2

Slight

5

vp = viral particles. * p <0.05, ** p <0.01.

CONFIDENTIAL AND PROPRIETARY

a

Group mean values on Day 28 of treatment.

13(38)



2.6.7 mEMERBRAEEE

AstraZeneca

AZDI1222
=5 AdCh63 MSP-1 & U* MVA MSP-1 & % L\MJ AdCh63 ME-TRAP/MVA ME-TRAP MY W A REHxR S EMHER
2.6.7.6C Toxicity Study by Intra-Muscular Administration of either AACh63 MSP-1 and MVA MSP-1 or a

Combination of AdCh63 ME-TRAP and MVA ME-TRAP to Mice

Species: Balb/C mice

Duration of Dosing: Day 1 and 15

Study Number: UNOO0013
Location in CTD: 4.2.3.24

Initial Age: 54 to 61 days

Duration of Postdose: 13 days

GLP Compliance: Yes

Date of First Dose: .-2_0.

Method of Administration: Intramuscular injection, right and left hindlimbs

0.78 x 10" vp

No-Observed-Adverse-Effect-Level: 1.11 x 10'° vp;

Vehicle/Formulation: Phosphate buffered saline, solution

and histopathology

Parameters Evaluated: Clinical condition, body weight, food consumption, hematology (peripheral blood), blood chemistry, organ weight, macropathology

Conclusion: Treatment with either MSP-1 vaccines or ME-TRAP vaccines was not associated with any systemic toxicological changes. The findings of
increased cellularity of the draining lymph nodes, increased germinal centre development of the spleen, high plasma globulin concentrations and inflammatory
changes at the dose sites are considered to be consistent with a predicted response to vaccine administration.

Dose Control AdCh63 MSP-1 (Day 1) AdCh63 ME-TRAP/MVA ME-TRAP
MVA MSP-1 (Day 15)
0 1.11x 10" vp 0.78 x 10" vp /6.85 x 107pfu
10.37 x 107 pfu
Number of Animals 5:Male 5:Female 10:Male 10:Female 10:Male 10:Female
Died or Sacrificed Moribund 0 0 0 0 0 0
Noteworthy Findings:
Blood Chemistry *
Total Protein (g/L) 50 50 53 51 53 S54x*
Globulin (g/L)
Alfa 2 4 3 S¥* 3 4 3
Beta 9 9 12%* 10 9 10
Gamma 1 1 2% 3x* 3** 4**
Albumin / Globulin ratio 1.68 2.12 1.29%* 1.66%* 1.50%* 1.70%*
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Dose Control AdCh63 MSP-1 (Day 1) AdCh63 ME-TRAP/MVA ME-TRAP
MVA MSP-1 (Day 15)
0 1.11 x 10 vp 0.78 x 10 vp /6.85 x 107pfu
10.37 x 107 pfu
Number of Animals S5:Male S5:Female 10:Male 10:Female 10:Male 10:Female
Organ weights
Spleen— Absolute (g) 0.081 0.089 0.108** 0.103 0.090** 0.105
Gross Pathology
Number Examined 5 5 10 10 10 10
Lymph Node —
right popliteal
Enlarged - left 0 0 7 6 6 6
Enlarged - right 0 5 9 8 8 7
Lymph Node - lumbar
Enlarged 0 0 4 8 0 2
Injection Site
Pale areas - right 0 0 8 9 0 7
Pale areas - left 0 0 9 7 4 10
Histopathology
Lymph Node — popliteal
Number Examined 5 5 10 10 7 9
Follicles — increased cellularity
Minimal 0 1 0 2 1 2
Slight 0 0 6 0 4 4
Moderate 0 0 4 8 2 2
Lymph Node — lumbar
Number Examined 0 0 4 8 0 2
Follicles — increased cellularity
Minimal 0 0 0 0 0 1
Slight 0 0 3 5 5 1
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Dose Control AdCh63 MSP-1 (Day 1) AdCh63 ME-TRAP/MVA ME-TRAP
MVA MSP-1 (Day 15)
0 1.11x 10" vp 0.78 x 10" vp /6.85 x 107pfu
10.37 x 107 pfu
Number of Animals 5:Male 5:Female 10:Male 10:Female 10:Male 10:Female
Moderate 0 0 1 3 3 0
Spleen
Number Examined 5 5 6 5 5 5
Germinal centre development,
increased
Minimal 0 0 4 1 3 5
Slight 0 0 0 0
Injection site
Number Examined 5 5 9 10 7 10
Myofibre degeneration
Minimal 0 0 2 3 1 5
Slight 0 0 1 2 4 2
Moderate 0 0 1 1 0 2
Marked 0 0 3 1 0 0
Myofibre inflammation
Minimal 0 0 2 4 1 1
Slight 0 0 2 2 4 7
Moderate 0 0 2 2 2 2
Marked 0 0 3 2 0 0
Myofibre mineralisation
Minimal 1 1 1
Slight 0 0 0 |
Dermal inflammation
Marked 0 2 5 2 4
Slight 0 0 1 6 | 3

vp = viral particles. * p <0.05, ** p <0.01.

a

Group mean values on Day 28.
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2.6.7.7 REREEMEHER EEGTHER

%= 6 AZD1222 DY R 6 B REMR LG H AR
26.7.7 AZD1222 (ChAdOx1-nCovd-19): A 6 Week Intermittent Dosing Intramuscular Vaccine Toxicity Study in the

Mouse with a 4 Week Recovery

Species / Strain: CD1 Mouse Duration of dosing: 6 Weeks Study number: 513351
Location in CTD: 4.2.3.2.1

Age at start of dosing: 7-8 Weeks Duration of post-dose: 4 Weeks GLP compliance: Yes

Date of first dose: . - 20. Method of administration: Intramuscular Injection Testini Facility: _

, UK

Special features: Immunogenicity was also evaluated Vehicle / Formulation: AZD1222 Vehicle (10
mM histidine, 7.5% [v/w] sucrose, 35 mM sodium
chloride, 1 mM magnesium chloride, 0.1% [v/W]
Polysorbate-80, 0.1 mM EDTA and 0.5% [v/w]
ethanol, pH 6.6)

No observed adverse-effect level: Not applicable

Conclusion:

Administration of AZD1222 to CD-1 mice (total viral particle dose of 3.7x10'°) by intramuscular injection on 3 occasions (once every 3 weeks) over a 43
day period was well tolerated, with a transiently higher body temperature in males, decreases in monocytes in males and females (consistent with the
expected pharmacology of AZD1222) and increase in globulin and decrease in albumin and albumin/globulin ratio, consistent with an acute phase
response, observed.

In all animals dosed with AZD1222, antibodies against the S-glycoprotein were raised and maintained throughout the dosing and recovery periods in all
animals.

In AZD1222 animals, higher spleen weights were observed but with no correlating macroscopic or microscopic changes. Non adverse, fully reversible,
mixed and/or mononuclear cell inflammation was observed in the subcutaneous tissues and skeletal muscle of the administration sites and adjacent sciatic
nerve of animals dosed with AZD1222 which were consistent with the anticipated findings after intra-muscular injection of vaccines.

CONFIDENTIAL AND PROPRIETARY 17(38)



2.6.7 mEMERBRAEEE AstraZeneca
AZD1222

Total Viral Particle dose (VP)/dose 0 (Vehicle) 3.7x10"
Number of Animals
Main M: 20 F: 20 M: 20 F: 20
Recovery M: 20 F: 20 M: 20 F: 20
Immunogenicity M: 0 F: 0 M: 5 F:5
Noteworthy Findings
Died or Sacrificed Moribund 0 1? 0 0
Body Temperature (%) " (°0)
Day 22 (4 hours post dose) 36.98 - 3.43%* -
Haematology
Monocytes (1079/L)
Day 45 0.093 0.106 0.43x 0.39x7**
Serum Chemistry
Globulin (g/L)
Day 45 17.90 15.26 1.19x*** 1.22x%*
Day 74 17.46 12.95 1.03x 1.19x*
Albumin (g/L)
Day 45 31.29 34.85 0.94x* 0.90x**
Albumin/Globulin Ratio
Day 45 1.77 2.32 0.79x*** 0.72%#*
Day 74 1.79 2.75 0.99x 0.83x*
Immunogenicity
Antibody Response (AU/mL)*
Day 22 372.405 816.330
Day 43 993.835 1636.206
Day 74 1240.280 2477.321
Organ Weights (%)™ (2)
Spleen 0.0910 0.1227 34x%* 4 ***
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AstraZeneca

Total Viral Particle dose (VP)/dose 0 (Vehicle) 3.7x10"
Number of Animals
Main M: 20 F: 20 M: 20 F: 20
Recovery M: 20 F: 20 M: 20 F: 20
Immunogenicity M:0 F: 0 M:5 F:5
Histopathology
Number examined 10 10 10 10
Administration Site 1
Inflammation, mononuclear cell;
subcutaneous tissue; myofiber 2 0 6 3
Minimal 2 0 6 3
Inflammation, mixed cell; subcutaneous
tissue; myofiber 0 1 4 7
Minimal 0 1 4 7
Administration Site 2
Inflammation, mononuclear cell;
. 4 0 6 1
subcutaneous tissue; myofiber
Minimal 4 0 6 1
Inflammation, mixed cell; subcutaneous
tissue; myofiber 0
Minimal 1 4 8
0 1 4 8
Nerve, Sciatic
Inflammation, mononuclear cell; 0 0 5 1
perineurial 0 0 5 1
Minimal
Inflammation, mixed cell; perineurial
.. 0 2 4
Minimal 8
0 2 4 ?

M =male, F ={female.
- No noteworthy findings
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* p<0.05; ** p<0.01; *** p<0.001. Body temperature, haematology and serum chemistry data analysed using Kruskal-Wallis &Dunn. Organ weight data
analysed using Anova & Dunnett.

Control animal F1618 was found dead on Day 39. There were no clinical observations or erythema/oedema noted at the injection sites in this animal
throughout the study and there were no changes in body weight. Many tissues showed post-mortem changes but there were no microscopic findings that
would account for the death of this animal. As this was a control animal this was considered to be unrelated to the administration of AZD1222.

For controls, group means are shown, for the treated group, percent differences from controls are shown. Statistical significance is based on actual data
(not on the percent differences).

All samples collected from animals during pretreatment phase prior to immunisation were below the limit of quantification (BLQ) for the assay (BLQ;
0.250 AU/mL) and were considered seronegative.

Both absolute and relative weights differed from controls in the direction indicated. Displayed figures are for the absolute organ weight effects.

a
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2.6.7.8 In Vitro E{nE&= TR

No Genotoxicity studies have been performed with AZD1222. Consistent with WHO guidelines on the nonclinical evaluation of vaccines (WHO
2005), genotoxicity studies are normally not required for the final vaccine formulation.
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2.6.7.9 In Vivo 2inE= 45 ER

No Genotoxicity studies have been performed with AZD1222. Consistent with WHO guidelines on the nonclinical evaluation of vaccines (WHO
2005), genotoxicity studies are normally not required for the final vaccine formulation.
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2.6.7.10 A AR IEEAER

No Carcinogenicity studies have not been performed with AZD1222. Consistent with WHO guidelines on the nonclinical evaluation of vaccines
(WHO 2005), Carcinogenicity studies are not required for vaccine antigens. AZD1222 is a replication deficient, non-integrating adenovirus vector so
there is no risk of carcinogenicity. To date there have been no clinical reports of chromosomal vector integration following adenovirus vector-mediated
gene transfer.
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2.6.7.11 AIEFRAFMGRER EEGHEBRLUNDHER

No nonpivotal studies with AZD1222 were not conducted.
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2.6.7.12 AEREAEEHR RMERVEREITONHARRLEICEY HHER

Studies with AZD1222 were not conducted.
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26.7.13A

Female CD-1 Mice

AstraZeneca

AZD1222 (ChAdOx1-nCovd-19): A Preliminary Intramuscular Injection Vaccine Development and Reproductive Study in

Design similar to ICH 4.1.3? No

Duration of dosing:
EFD phase — Study Day 1 and GD 6
Littering phase - GD 6 and GD 15

Study number: 490838

Species/strain: Mouse/ CD-1 (Crl:CD-1
(ICR))

Day of mating: Females were paired with
undosed stud males on Study Day 14

Location in CTD: 4.2.3.5.2.1

Initial age: approximately 11 weeks old (on
Study Day 1)

Day of C-section: EFD phase — GD 17.5

Testing facility:
, UK

Date of first dose:

EFD phase - . 20
Littering phase - 20.

Method of administration:

Intramuscular injection

GLP compliance: Yes

Special features: The test item was
administered on 2 occasions only to each
dam. The EFD phase evaluated exposure
pre-mating and during embryofetal
development, and the Littering phase
evaluated exposure during early gestation,
through littering and up to LD 14.

Vehicle/formulation: A438 Buffer (10 mM
histidine, 7.5% sucrose, 35 mM sodium chloride,
1 mM magnesium chloride, 0.1% Polysorbate-
80, 0.1 mM EDTA and 0.5% ethanol, pH 6.6)

No Observed Adverse Effect Level:

F, Females:

NA

F; Litters:

NA
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visceral or skeletal findings.

Conclusion: Intramuscular administration of AZD1222 to groups of CD-1 female mice on Day 1 (13 days prior to pairing for mating) and again on
Gestation Day 6 at 2.59x10e10 per occasion (embryofetal developmental phase), or on GD 6 and GD 15 at 2.59x10e10 per occasion (littering phase)
was well tolerated. Anti-S glycoprotein antibody responses were raised in dams following administration of AZD1222 and these were maintained
through the gestational and lactation periods. Seropositivity of fetuses and pups was confirmed and was indicative of placental and lactational anti-S
glycoprotein antibody transfer, respectively. There were no test item-related effects seen for dams in-life including at the injection site, for female
reproduction, fetal or pup survival and no abnormal gross pathology findings in pups or in dams in either phase. There were no test item-related fetal

of litter

Clinical observation

Necropsy observations
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Group, Dose mL/occasion 1, 0.07 mL Control 3,0.07 mL AZD1222 | 2, 0.07 mL Control 4,0.07 mL AZD1222
(EFD phase) (EFD phase) (Littering phase) (Littering phase)

Immunogenicity Response:

Antibody Concentration (AU/ml) (= SD)

Study Day 14 BLQ 354.883 (142.455) NS NS

GD 7 BLQ 788.115 (531.065) BLQ BLQ

GD 15 NS NS BLQ 55.751 (47.835)

GD 17.5 (dams) BLQ 184.065 (96.524) NS NS

GD 17.5 (fetuses) BLQ 91.011 (53.926) NS NS

LD 14 (dams) NS NS BLQ 155.144 (116.859)

LD 14 (pups) NS NS BLQ 266.213 (196.906)

Dams: 16 16 16 15°

Number pregnant 15 16 15 15

Number died or sacrificed moribund 0 0 0 0°

Number aborted or with total resorption 0 0 0 0
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Group, Dose mL/occasion 1, 0.07 mL Control 3,0.07 mL AZD1222 | 2, 0.07 mL Control 4,0.07 mL AZD1222
(EFD phase) (EFD phase) (Littering phase) (Littering phase)

Pre-mating body weight gain (g) 0.52 0.38 1.00 0.71

Study Day 1-11

Gestation body weight gain (g) 30.68 30.15 32.39 31.11

GD 0-17

Lactation body weight gain (g) NA NA 9.81 9.87

LD 1-14

Group, Dose mL/occasion 1, 0.07 mL Control 3,0.07 mL AZD1222 | 2, 0.07 mL Control 4,0.07 mL AZD1222
(EFD phase) (EFD phase) (Littering phase) (Littering phase)

Pre-mating overall food consumption 4.6 4.7 4.8 4.8

(g/animal/day) Study Day 1-14

Gestation overall food consumption 6.00 6.06 5.87 6.30

(g/animal/day) GD 0-17

Lactation overall food consumption NA NA 20.7 20.5

(g/animal/day) LD 1-14

Mean pre-coital interval 2.8 2.6 2.3 2.7

Number of females sperm positive or with | 16 16 15 15

plug intact

Mean number of corpora lutea 16.0 14.7 NA NA

Mean number of implantations 15.5 14.6 16.4 15.5

Pre-implantation loss (%) 2.89 0.45 NA NA

Litters:

Number of litters evaluated 15 16 15 15

Number of live fetuses at Caesarian 14.5 13.7 NA NA

section

Number of live pups born on LD 0 NA NA 15.1 14.8
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Group, Dose mL/occasion 1, 0.07 mL Control 3,0.07 mL AZD1222 | 2, 0.07 mL Control 4,0.07 mL AZD1222
(EFD phase) (EFD phase) (Littering phase) (Littering phase)

Mean number of resorptions 1.0 0.9 NA NA

Number of dead fetuses 0.1 0.0 NA NA

Post-implantation loss (%) 6.83 6.15 7.8 4.8

Mean fetal body weight (g) 1.093 1.154%* NA NA

Group, Dose mL/occasion 1, 0.07 mL Control 3,0.07 mL AZD1222 | 2, 0.07 mL Control 4,0.07 mL AZD1222
(EFD phase) (EFD phase) (Littering phase) (Littering phase)

Mean litter weight on LD 1 (g) NA NA 29.48 28.05

Mean pup weight on LD 14 (g) — males NA NA 7.58 7.78
NA NA 7.24 7.62

- females

Fetal sex ratio (% Males) 51.71 53.78 NA NA

Pup sex ratio (% Males) NA NA 55.6 54.6

Fetal anomalies: external, visceral, - - NA NA

skeletal

Litter and pup observations NA NA - -

Necropsy observations pups NA NA - -

*  Group 4 Animal F4507 killed unscheduled on Gestation Day 4 was not included in the study report as Group 4 animals did not receive their first vaccine dose

until GD 6 ie. Animal F4507 was euthanised before receiving any test item.
NS=no samples taken

GD = Gestation Day LD = Lactation Day

BLQ = Below Limit of Quantification (0.250 AU/mL)

Anova & Dunnett * = p<0.05.
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2.6.7.13B AZD1222 (ChAdOx1-nCovd-19): An Intramuscular Injection Vaccine Development and Reproductive Study in Female

CD-1 Mice

Design similar to ICH 4.1.3? No

Duration of dosing:
EFD phase — Study Day 1 and GD 6
Littering phase - GD 6 and GD 15

Study number: 490843

Species/strain: Mouse/ CD-1 (Crl:CD-1 (ICR))

Day of mating: Females were paired with
undosed stud males on Study Day 14

Location in CTD: 4.2.3.5.2.2

Initial age: approximately 10-11 weeks (on
Study Day 1)

Day of C-section: EFD phase — GD 17.5

i |

, UK

Date of first dose:

EFD Phase: . - 20.
Littering phase: . - 20.

Method of administration:

Intramuscular injection

GLP compliance: Yes

Special features: The test item was
administered on 2 occasions only to each dam. The
EFD phase evaluated exposure pre-mating and
during embryofetal development, and the Littering
phase evaluated exposure during early gestation,
through littering and up to PND 44.

Vehicle/formulation: AZD1222 vehicle (10 mM

histidine, 7.5% sucrose, 35 mM sodium chloride, 1
mM magnesium chloride, 0.1% Polysorbate-80, 0.1
mM EDTA and 0.5% ethanol, pH 6.6)

Test Item Batch Number: MS00684-92

No Observed Adverse Effect Level:

Fo Females:

No adverse findings observed.

F1 Litters:

No adverse findings observed.

Conclusion: Intramuscular administration of AZD1222 to groups of CD-1 female mice on Day 1 (13 days prior to pairing for mating) and again on Gestation
Day 6 at 3.71x10e10 VP per occasion (embryofetal development phase), or on GD 6 and GD 15 at 3.71x10e10 VP per occasion (littering phase) was well
tolerated. Anti-S glycoprotein antibody responses were raised in dams following administration of AZD1222 and these were maintained through the

gestational and lactation periods.

Seropositivity of fetuses and pups was confirmed and was indicative of placental and lactational anti-S glycoprotein

antibody transfer, respectively. There were no test item-related effects seen for dams in-life including at the injection site, for female reproduction, fetal or

pup survival, pup physical development and no abnormal gross pathology findings in pups prior to or post weaning or in dams in either phase.

no test item-related fetal external, visceral or skeletal findings.

There were
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Group, Dose/occasion 1, Control (EFD 3,3.71x10e10 VP_ 2, Control (Littering 4,3.71x10e10 VP_

phase) AZD1222 (EFD phase) | phase) AZD1222 (Littering
phase)

Immunogenicity Response:

Antibody Concentration (AU/ml) (= SD)

EFD Phase

Study Day 14 BLQ 334.42 (£ 277.89) NS NS

GD 7 BLQ 752.00 (+463.46) NS NS

GD 17.5 (dams) BLQ 247.54 (+ 288.48) NS NS

GD 17.5 (fetuses) BLQ 78.90 (£ 46.55) NS NS

Littering Phase

GD 15 NS NS BLQ 52.29 (£30.39)

LD 7 (dams) NS NS BLQ 262.72 (+ 370.59)

LD 21 (dams) NS NS BLQ 419.32 (£299.38)

LD 21 (pups) NS NS BLQ 120.34 (= 71.32)

Dams:

Number pregnant 22 24 24 23

Number died or sacrificed moribund 0 0 32 0

Number aborted or with total resorption of 0 0 0 0

litter

Clinical observation - - - -

Necropsy observations - - - -

Pre-mating body weight gain (g) -0.36 0.36 1.21 0.89

Study Day 1-14

Gestation body weight gain (g) 29.41 30.31 32.55 3141

GD 0-17

Lactation body weight gain (g) NA NA 1.44 2.02

LD 1-21
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Group, Dose/occasion 1, Control (EFD 3,3.71x10e10 VP_ 2, Control (Littering 4,3.71x10e10 VP_
phase) AZD1222 (EFD phase) | phase) AZD1222 (Littering

phase)

F1 generation weight gain (g) Day 1-20°

males NA NA 18.56 18.61

females NA NA 11.60 11.97

Pre-mating overall food consumption 53 6.1 6.3 6.1

(g/animal/day) Study Day 1-14

Gestation overall food consumption 6.60 6.76 6.97 6.94

(g/animal/day) GD 0-17

Lactation overall food consumption NA NA 24.98 25.33

(g/animal/day) LD 1-21

F1 generation overall food consumption
(g/animal/day) Day 1-20°

males NA NA 5.1 5.0
females NA NA 4.2 4.1
Mean pre-coital interval 2.1 2.2 2.7 3.0
Number of females sperm positive or with 24 23 25 25
plug intact

Mean number of corpora lutea 15.9 16.3 NA NA
Mean number of implantations 15.2 15.4 16.6 16.3
Pre-implantation loss (%) 4.12 5.00 NA NA
Number of litters evaluated 21 24 24 23
Mean number of live fetuses/litter at 14.2 14.2 NA NA
Caesarian section

Mean number of live pups/litter born on LD 0 NA NA 15.1 15.1
Mean number of resorptions 1.0 1.2 NA NA
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Group, Dose/occasion 1, Control (EFD 3,3.71x10e10 VP_ 2, Control (Littering 4,3.71x10e10 VP_
phase) AZD1222 (EFD phase) | phase) AZD1222 (Littering
phase)
Number of dead fetuses 0 0 NA NA
Post-implantation loss (%) 6.79 7.45 8.8 7.4
Mean fetal body weight (g) 1.064 1.101 NA NA
Mean litter weight on LD 1 (g) NA NA 27.6 283
Mean pup weight on LD 21 (g)
males NA NA 14.1 13.5
females NA NA 13.1 12.7
Fetal sex ratio (% Males) 49.81 51.14 NA NA
Pup sex ratio (% Males) NA NA 48.3 50.4
Fetal anomalies: external, visceral, skeletal - - NA NA
Litter and pup observations NA NA - -
Necropsy observations pups NA NA - -
F1 generation males sexual maturation
Age (days) at preputial separation NA NA 27.8 28.1
Weight (g) at preputial separation NA NA 25.2 24.8
F1 generation females sexual maturation
Age (days) at vaginal opening NA NA 27.0 273
Weight (g) at vaginal opening NA NA 20.1 20.2

*  Two Group 2 animals were euthanised due to total litter loss and another one for welfare reasons (dam was excessively grooming).
b The data for F1 generation animals are presented relative to a nominal start date after weaning on LD 21.

GD = Gestation Day LD = Lactation Day =~ NS=no samples taken = NA=not applicable - = No noteworthy findings

BLQ = Below Limit of Quantification (0.250 AU/mL)
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Studies with AZD1222 were not conducted.
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2.6.7.15 HERZAVEAER

Studies in juvenile animals with AZD1222 were not conducted.
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A dedicated local tolerance study with AZD1222 was not conducted. However, local tolerance of AZD1222 was evaluated as part of the repeat dose
toxicity study in mice (Study 513351).
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2.6.7.17 DD =R
No other toxicity studies with AZD1222 were conducted.
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2.6.7.18 S &3k

WHO 2005
(World Health Organization) WHO Technical Report Series, No 927. Annex 1. WHO guidelines on nonclinical evaluation of vaccines

MRA
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